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X-linked Adrenoleukodystrophy (X-ALD) is an inherited disorder severely affecting the nervous system. Due to the mutation of the ABCD1 gene, which encodes the peroxisomal ABCD transporter ALDP, peroxisomal beta-oxidation is impaired and  Very Long Chain Fatty Acids (VLCFA) abnormally accumulate in all tissues, although only the nervous system,   the adrenal cortex and the testis are mainly affected.  Due to the  specific  impairment of these districts we have hypothesized an involvement of steroid hormones in the pathogenesis of the disease.
We have demonstrated that the androgen dihydrotestosterone (DHT) and 5-androstan-3,17-diol (3-diol) had an effect in reducing the abnormal accumulation of VLCFA, in fibroblasts from X-ALD patients and controls.      
In order to further investigate these mechanisms we aimed to evaluate the effect of the androgens on the peroxisomal ABCD-transporters. ALDP is supposed to form a dimer with itself or with one of other peroxisomal ALDP-related proteins encoded by ABCD2, ABCD3 and ABCD4 genes.  We have investigated if androgens could induce ALDP-related proteins in order to compensate for the missing or impaired ALDP function induced by the mutation.  Androgens, incubated at the concentration 10-6 M in X-ALD fibroblasts, significantly enhanced peroxisomal beta-oxidation and modified mRNA levels  of ALDP-related proteins, evaluated by Real Time PCR. 
 The possible role of androgens in the pathogenesis of X-ALD is under investigation.




